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AMENDMENTS TO THE CLAIMS 

1. (Withdrawn) A purified and isolated AMIGO nucleic acid comprising a nucleotide 
sequence that encodes a polypeptide comprising the amino acid sequence shown in SEQ ID 
N0:2, 4 or 6. 

2. (Withdrawn) A purified and isolated nucleje ^^^^^ eOnipii$ing: s nuclfeotid© sesjucBce 
shown in SEQ ID N0;l,3 or 5. 

I. (Mthdfawn^ A purified and isolated nuckic acid comprising a recdmbirumt Hucleotide 
se(|uense eorrpiSini a nuclecrfide: shOwii in SECJ ID NO:lj, 3 or 5 or ar hotaioipg or 

impjsnttheSFeofc 

4. f Withdrawn) ./ui expression construct comprising the nucleic acid according \o claim 2 
operativciy linked to an expression control sequence, said expression construct capable of 
encoding an AMIOO polypeptide ox vad^ts thereof* 

5, (Withdrawn) A host cell transformed or transfectcd with the expression construct of 

eMm 4i 



6. (Withdrawn) A host cell transformed or transfected with a poijnucleotide wherein said 
polynucleotide includes a strand containing a human nucleotide sequence that hybridizes to a 
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DNA compnsiiig tiie non-coding strfind comp!ementaa7 to SEQ ID NO:!. 5 or 5. under the 
foHowdiighybridizstioa conditions: 

(a) hybridization at 42 "C for 20 hours in a solution containing 50% fbntiamide, 5 X 
SSPE, 5 X Denhardfs solution, 0J% SDS md 0.1 mg/ml denatui^d salmon sperm DNA; and 

(b) w ashing ihe filter twice for thirty mintucs at room terapcraiure and Iwice for thirty 
ininules at o5 '^C v^itli a wash solution containing ixSSC. and 0.1% SDS, 

7. (Currently Amended) An isolated and purified ectodomain fragment of AMIGO 
polypeptide comprising an|irKLacjdy^::371^ amino acid sequence of SEQ ID N0:2, OTjmo 
acid sequ ence of S£0 ID NQ:4 or ammo a ci d sequence of SB Q IP N0:6. 

8. (Withdrawn) Method of producing an AMIGO polypeptide according to claim 7, said 
me:aiodc&mprising the steps of: 

cuitnring a host cell oi' claim 5 comprising a polynucieotide encoding said polypeptide 
operably associated with a promoter sequence such iliat the nucleic acid sequence encoding said 
polypeptide i$ expressed; and 

imlstlng sMd polypeptide: feom said host cell or ix)na a growth meditJin: in which said 
host cell is cultured. 

9. (Withdrawn) Method of producing antibodies comprising: 

- inimmiising a mammal with the isolated and purified AMIGO protein of claim 7 or an 
antigenic fragment thereof 
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10. (Withdrawn) Use of the isolated aiid pijrif|e<i jyy!|(3^^ of elafis^ 7 or £ca 
antigenic fragment thereof as an ^itigen- 

11 . (Withdravm) As antibody produced by the method^ of claim 

12. (Withdrawn) The antibody of claim 1 1 which is labeled With a detectable laljel 

13 . (WitJidxavtii) A kit of reagents for use in detecting the presen<3« of il^ 
variant thersof is a biological sample, eomprislag 

- a confer; a«d in said container r 

- a compound, preferably labeled capable of detecting AMIGO or allelic variants thereof 

14. (Withdrs^) kit according to claim 13, wherein sgid oopipo^ a filmer or 

probe, 

1 5. ( Withdra\\-«) The kit according to cl^m 1^, t^^^s'ein said eompou^^^ m 
defined in claim 1 1 . 

16. (Wiftpawii) The ktt ;?feGs*^ p clairh 13 ibr stssessitsg the pt^disppsition of^^a^ 
iiidividiia! tp a eondition nrndfa^d by \^0On or d>fs|im of AM1G0. 
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17. (WitlidrawB) The kit according to claim 16 further comprising instruciions for using 

tfaeldt 

18, (WifeiraTO) A Iraasgenfc aoB aiiiisiai ttoiitaliimg a hiam or miirme AMi(M5 
gene as a tTansgene. 

p. (IWithiir^Evvi^ A trpsgepici afisi-tot^^ mmeii im^mmi a lyr^sgepe or ihseitism 
^isrtipitig: expt'essioTi oCm AMI0O geiie op a Kojiiolog fterepf; 



20. (Currentl)' .Amsnded) A phannaceutical compound composition comprising A-MIGO 




M 0:2 oran antiboav^gciOci^^ aniino adds 1-371 ofSBQ ID HQ:2 . 

21. (Withiiravi'n) Method for treatment of a condition dependent on AMICsO wherein a 
phaimaceutically effective amount of tbe compound of claim 20 is administered to a patient in 
mssd of suelj iTeatmenti 

22, (Wiihdrav^-n) Method for afiinity piiriScaiion of iigand that binds to the AMIGi) 
comprising the foHowng steps: a) contacting a source of AMIGO receptor with an immobilized 
AMIGO under conditions whereby the AMIGO receptor to be purified is selectively adsorbed 
onto the inimobilized AMiGO; (b) washing the immobilized AMIGO and its suppo?i to retiwe 
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non-adsorbed material: and (c) eluting the AMIGO receptor moiecuies from iht immobiiized 
AMIGO to which they are adsorbed with an eiutiosi buffer. 

2i. (Witbdrav^n) A method for identifying a modulator of binding between an AMIGC) 
receptor aiid m\ AMIGO receptor, comprising steps of: 

(a) contacting an AMIGO receptor cotJiposiiion with on AMIGO compo:>itiisn in the 
presence and in the absence of a putative modHlator eompound* 

(b) detecting binding between AMIGO receptor axid the AMIGO receptor in the presence 
aiad absence of the putative inoduh^ior; a nd 

(c! identifying a modulator compound jn view of decreased or increased binding betv^ een 
the AMIGO receptor and the AMIGO receptor in the presence of the putatiw modulator, as 
compared to binding in the absence of the putative modulator, 

24. (Withdrawn) A method according to claim 23. further comprising a step of: 

(d) making a modulator composition by formulating a modulator identified according to 
step (c) in a phfflmaceutiealiy aeceptabl e carrier. 

2^. (W' !t!iira\sTi) A method according to claim 24, further comprising a siep ol": 

(e) admirii storing the modulator composition to an animal ihat ctjnipriscjs cells that 
express the AMIGO receptor, and determining physiological effects of the modulator 
cdmpositlon in the animal. 
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26. (U'itlKirawn) A method according Jo eiaim 23, wherein the AMIGO receptor 
composition cortiprises a member selected from the group consisting of: 

(a) a purified polypeptide comprising a AMIGO recqjtor extmceliuiar domain fragment 

that binds -he AMIGO: 

(h)'<i phospholipid membrane contmning AMIGO receptor polypeptides; and 

{c) a ceil recombinanlly modified to express increased amounts of an AMIGO receptor 

on its susfece. 

27. {\M?hdr<,nvn) A method according -.r, claim 23. the AMIGO receptor 
composition comprise:! an AMIGO roceplor cxlmcelluiar domain fragment K^und to a solid 

28. (Withdrawn) A method accorditig to claim 23y wherein tie AMIGO receptor 
composition eomprises m AMIGO receptor extracellular 6mmi\ fragment fused to an 
inimwnoglobtiiin l^c^f^ 

29. (Withdra^^-ii) A method according to clain? 23, wherein the AMIGO receptor is 
selected from the group consisting of a mammalian AMIGO, AMIG02, and AM1G03. 

M. (Withdrawn) A method according to claim 23, wherein the AMIGO receptor is 

human. 
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31 . (Withdrawn) A mctliod according to ciami 23, wherein the AMRjO 
compositioii comprises a member selected from the group coasisting of: 

fa) a purified polypeptide comprising an AMIGO fragiuem that binds tlie AMIGO 
receptors 

(b) a phospholipid membrane containing AMIGO |x>lypeptides; and 

(c) a cell a'combinautly modified to express increased amounts of an AMIGO on its 
surface, 

32. f\^'irhdrawn) A method according to claim 2v wherein the AMIGO composition 
comprises an AMKjO extracellular domain fragment bound to a ssolid support. 

33 (Withdravctj) A method according to claim 23, wherein the AMIGO composition 
comprises an AMIGO exU'acelluIar domain firagment fused to m immujfioglobulin Fc fragment. 

34. (Withdrawn) A method according to claim 23, wherein the AMIGO is human. 

35. (Withdrawn) A method according to claim 23, wherein the AMIGO receptor 
composition comprises a eel! recombinantly modilkd to express increased amounlf. of an 
AM [GO receptor on its suriace, and wherein the detecting step compiiscs nteasuring an AMliiO 
binding-induced physiological change in the cell. 
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36 {Withdrawis) A method according io claim 23, wherein the AMIGO coraposiiion 
comprises a ceil recombinantly modified to express increased amounts of an AMIGO on its 
surface, and wherein the detecting step comprises measuring an AMIGO binding-induced 
physiological change in the ceil, 

37. (Withdrawn) A method for screening for selectivity of a modulator of binding 
between an AMIGO aaid an EGFKi, compri^ng steps of: 

a) contacting an AMIGO receptor composition with an EGFK. eompfesitian in the 
presence and in the absence of a compound that modulates binding between the AMIGO receptor 
arid EG^R receptor; arid 

b) detecting binding between the AMIGO receptor composition and the EGFR receptor 
composition in the presence and absenee of the modulator compound, 

c) idcntifyir^|.i ?hc sclcciivity of the modulator compound in view of decreased or 
increased binding between die AMIGO receptor and the EGFR receptor in the presence as 
compared io the absence of the modulator, wherein jncrejsed selectivity of tiie modulator for 
moduialing AMiGO EGFR binding correlates with decreased differences in AMIGO- BXjFR 
binding, 

58. (VVithdrawR) A method of modulating growths migraUon. «>:onal growth, 
myehnation. fasciculation or proliferation of ceils in a mammalian organism, comprising a step 
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{&) ideniif>ir.g a mammalian organism having cells tliai express a AMKK) isceptor 
and/or EGFRi aad 

(b) administerijig to said mammalian organism a composition, said composition 
comprising an ajjent selected irom ihe group cotisisting of: 

(i) a pol> peptide comprising an AMIGC) recepior that binds to the AMiGO receptor 
and/or EGFR, Of a niscleic acid encoding said polypeptide; 

(ii) a polypeptide comprising a fragment of the AMIGO, wherein the polypeptide and 
fragment remin AMIGO binding characteristics of the AMJGO, or a nacleic acid encoding said 
polypeptide; 

fiii) an antibody that specificaliy binds the polypeptide of (i) or (ii) in a manner that 
inhibits the polypeptide from binding the AMIGO receptor and/or EGFR, or a fragment of the 
antibody that specifically Msds the |K>lypeptide of (i) or (ii); 

a poHpepude comprising an antigen-binding fragment of tiii) and that inhibits the 
poKpcpiidc of ti } or t ii) from binding the AMIGO receptor and or BGFR; 

(v) a molecule that selectively inhibits AMIGO binding to the AMIGO receptor u4thout 
inhibiting AMIGO binding to the EGFR receptor; and 

(\ i) a molecule selectively binding to the AMIGO receptor and the FGFR receptor; 

^\horc^a the composition is administered in ais amount effeciive to modulate growth, 
migraiion, or pr4>l5feniiion of cells tliat express AMIGO in the mammalian organism. 



39. (^ithdi5^^iysi)^^^ j^ niettsdd ^c^hig So claim 38, wheitin Jbe tna?^ c^ahisfti is 

huxa^. 
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40. (Withdrawi) A method according tiEi claifii :3% eeiis c«>xnpBse 

41. (WithdrrmT:^) A method according io claim 38, wherem the orgajiism has a disease 
eliaa^erized bj aberrant growth, migration, or prolifersiQii of^ neiaronal: celis/Rexarpjjal 

42. (Withdrawn) A method aeeprdmg to cMm 38^, ^s^reia <;pn^ eioh4|Si»ses a 
neuroaa! traunia. 

43. (Withdrawn) A method according to claim 38, further comprising administering a 
second agent to the patient for tnodulating neuronal gtowdi, migration, regeneration or 
proliferation, said second agent selected from Jhe group consisting of; an aiitibody thai 
speciikaliy binds with any of the foregoing polypeptides, an antibody tliat specifically binds 
with a receptor for any of the foregoing polypeptides, or a polypeptide comprising an antigen 
binding ffagment of such anU^bodies, 

44. (Witlidrawn) A method according to claim 38, wherein the AMIGO exlracellular 
fi^gmerrt i:^ con^^ with Fd domain. 
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45. ( Withdrawn) A method according to claim 44. wherein ml AlvilGO Fc fusion protein 
sequences have been replaced essentially with, the hsimaii AMIGO and Fc sequences 

46. ( Withdrawji) .A polypeptide accordir>g to ddlm 38. for use in the rTiarmlhcturt' of a 
medicament for the treatment of diseases characterized b> aberrant grovMh, migraiion, 
regeneration or proiiferation of cells that express an AMIGO receptor. 

47. (Withdrawn) Method according to claim 38 wherein neuronal cells are selected from 
the group consisting of: hippocampal cells, cerebrai ceils, cerebeUar cells, neuronal trrrdma cells, 
glial scar cells, sjpinal cord cells, optic ncr%e cells, retina cells, kidney cells, and cells acting 
during fasciculation, giiidanee, growth, or myelination: 

48. (Withdra\Mj) /\ method of nmdtjlating cancer, tumota- growth or metastasis in a 
mammalian organi.sm, comprising a step of; 

(a) identif)ing a majninalian organism having celis that express an .AMIGO receptor 
and/or EGFR; and 

(b) adiriuistcring to said mammalian organism a composition, said composition 
comDri<;i:!g an agent selected frotn the gronp consisting of: 

(i) a polyps. ptide comprising an AMIGO receptor that binds to the .AMiGO receptor 
and''or ECJFR, or a nucleic acid encoding s^d polypeptide; 
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(vi) a poE>'pcplidc eoirtpriivnig a fragment of die AMiiiO, wherein the pol>peptiJe dxiJ 
fragment retain AMIGO binding charactersstics of the AMIGO, or a nucleic acid encoding said 
polypeptide; 

fiiij .5X5 antibodv ihat sptJcificaUy binds tbt. poh peptide of «i) nr (ii) in a mainier th^t 
inhibits ihe poh'peptidc from binding the '\MfGO receptor and/or EGFR, or a fragirtent of the 
antibody that specifically binds the polypeptide of (i) or (ii); 

(iv) a polypeptide comprising an antigen-binding fragment the (iii) and that inhibits the 
poh'peptide of (i) or (ii) from binding the AMIGO receptor and'or EGER; 

{\) a noiccule thai sclecti\elv irliibits AJMIGO binding to the AMIGO receptor without 
inhibiting AMIGO binding to the fcCii-R receptor; and 

(vi) a molecule selectiveiy : binding to the AMIGO receptor and the HGFR, receptor; 

wherein composition is administered in an amotait efTective to modulate cancer 
growth or met:^tasis of cells that express AMiGO in the mammalian organism. 

49. (Withdrawn) A msthfed aceoi^g to iplsuin 48f^ the mammalian organism is 

humais, 

50. (Vi'itbdraun'i A method according to claim 48. \.^hcrcin the cells comprise glioma, 
glioblastoma. astroc>ioma, miaplaslic asti'ocytoma, ependymomas, oligodendrogliomas, 
medulloblastomas. meningiomas, schwaimomas, craniopharyngiomas, germ ceil tumors, 
pineoblastoma, pineocytoma. germinoma cells, lung carcinoma, breast carcmoma, ovarian 
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carcinoma, coionjctai carcinoma, bladder carcinoma, pancreatic caroinonja, .squamous ceil 
earcinoma, or rersal carciaoma eeBs. 

ehar acterized by cancer or metastasis.: 

S2v pi^itb^awn) A rsfidtiod acijording to d^tn 51, wliereiii ttee coiidiion compass a 

53. (Wiihdrawi^) A method according lo claim 48, fuitlier comprising administering a 
second ^ent to the patient for modulating cancer ^owth or metastatic growth of cancer, said 
second agent selected from the group consisting of: an antibody that specifically binds with any 
of the foregoing polypeptides, an antibodv that specitlcaHy hinds \\ilh a receptor }or <Ln> oi ihc 
foregoing polypeptides, or a polypeptide cojnprssing an anligen binding fragment of such 
aiitibi^dfes. 

54, (Withdraun) A method according to claim 48, vyherein -the AMXGO extraeelMar 
fragment is conjugated with Fc domain* 

l5i (Withdravm) A ineth^od to ciaim 48^ wherein rat AMIGD Fc fusion protein 

se^ii^tices Imye heett resplaced essfeijtially with tile human AMIGtO and Fc seqtienees 



14 



GyWTJS/mua 



Application No. 10/537,102 



Docket Na; 0933-^245PlJS ! 



Ameinstesent dated August 6, 2007 
Reply to Office Act)G!3 ot Apri? 5. 2007 

56. (Wiilidrawn) Method for treatment of c^ocer or metastatic gr^n'sih of cancer cell? 
selected from the group consisting of: glioma, gHoMastoma. astfocyloma, anaplastic 
astrocytoma, ependymomas, oligodendrogliomas, raedulloblasiomas, meningiomas, 
schwrnnomas, crdniopharyngiomas. germ cell tumors of germinoma cells, !img carcinoma, 
breast carcinoma, ovarian carcinoma, colorectal carcinoma, bladder carcinoma, pancreatic 
carcinoma, squamous cell carcinoma, and renal carcinoma, comprising a step of administering to 
a sa^eet ill ijeed of suehts^at^^ i& 09nip>u3a<i:ias dsfeje^ b elaim 20 

57. (\Viihdnn».T5'! Method ihr Ireritment of tie-jronal cells selected from the group 
consisting of: hippocampai cells, cercbnil cells, ccrebeilar cells, neuronal trauma cells, glial scar 
cells, spinal cord cells, optic nerve ceils, retina cells, kidney cells, and cells acting during 
fasciculation, guidance, growth, or myeiinalionj comprising a step of administering to a subject 
in need of such treatment tlie compotmd as claimed in claim 20. 




by aberrant grov\th. migration, regeneration or proliferation of ceils that exprcps an AMIGC> 
receptor, contprisi ng administering to a subject in need thereof an effective amount of the 
compo,sition acco rdin g to claim 20 . 






^-a^ica?>est for"the- tr€a4nieHt- -of method of treating diseases characten<<ed 
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59. iWithdravtii) A method of modulating the phosphoryiation of a human epidermal 
growth factor receptor in cells or tissues comprising contacting said cells or tissues with tlie 
AMIGO compoonds. 

60. (\\ iihdraxMi) Tbo method of claim 59, wht-rcit! said AMIGO compounds ccmpr:sc£ 
AMIGO pepUdcs encoded a nucleotide sequence selected from the group consisting uf SFQ ID 
NO: I, SEQ ID N0:3, and SEQ ID N0:5. 

61. {\\"ilhdrav,n) JhQ method of claim 59, wherein said AMIGO compounds comprise an 

(Hew) Aa isolated mi purifiesi hwmx AMIOOi |»>lyiKpsde 
acids 1-371 sel fbrthiii SEQ It)NQ:2; 

63. {"New) A method of producing a human AMIGO! ectodomain Iragment, wherein said 
method comprises : 

a) providing a modified nucleic acid encoding said human .\MIG<)1 polypeptide, 
comprising SHQ ID NO;], wherein nucleic acids encoding a Irairsmembraiie domain of said 
huniciii AMIGO i polypeptide are removed from SEQ ID NO. i; 

b) expressing the modified nucleic acid obtained in step a) in a host cell to produce a 
human AMIG01 ectodomain fragment; and 
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c) isolating and pufifying the human AMIG01 ectodomain fragment from the host celi or 
from a growth medium in which the host cell is cultured. 

04. 5\evs ) ihc mcihoci according to claim 63, wherein said humsin A^tlCK)! ectodoiBain 
fragment consists of amino acids 1-371 of SEQ ID N0:2. 
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